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II. Rejection of Claims Under 35 U.S.C. 112, Second Paragraph 

Claims 1, 2, 4-10 and 12-15 have been rejecte^d under 35 U,S,C- 
112, second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter 
which applicemt regards as the invention. The Examiner suggests 
that L!ie claims read on a non-elecLed invention. Applicants have 
demanded the claims as discussed supra to remove reference to SEQ ID 
NO: 10 and SEQ ID NO: 11, Withdrawal of this rejection is 
respectfully requested. 

III, Rejection o£ Claims Under 35 U.S.C. 103(a) 

Claims 1, 2, 4-10 and 12-15 have been^ rejected under 35 U.s.C. 
1.03(a) as being unpatentable over Takekawa et al. (1997) and 
GcnBank Accession Kio. AF002715, in view of Johnson (US Patent 
5,981,265), Johnson (US Patent 6,312,934), Johnson (US Patent 
6,333,170), Baracchini et al. (US Patent No. 5,801,154), and Miiner 
et al, (1997). The Fxamincr suggests it would have been prima 
f^cfe obvious for one of skill to make antisonse targeted to MEKK4 
based on the sequence taught by Takekawa et al . because the three 
patents of Johnson teach methods of making antisense to MEKK 
nnclelc acid molecules, including antisense that targets the coding 
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region of MEKK4 (US E^atent No. 6,312, 934 Bl) and Takekawa et al. 
disclose that these proteins are involved in similar signaling 
pathways. Further the Examiner suggests that methods for making 
ant i sense to a known gexie is well known in the art as taught by 
Milner et al., while methods for modifying antisense as claimed are 
taught by Baracchini et al , , and methods of inhibiting expression 
of MEKK4 would bo obvious based on what is known in the art- The 
Examiner further suggests that one of skill would have b^on 
motivated to make antisense based on the combination of teaching of 
Takekawa et al . and tihe Johnson patents, since antisense was wel l- 
known in Lhe art, while Baracchini et al . provides motivation to 
make antisense In the claimed size range as well as with the 
claimed modifications. The Examiner suggests that expectation of 
success is providcsd by the fact that the sequence of MH;KK4 was 
known in the art and screening for antisense was routine (Hilner et 
al.). Applicants respectfully traverse this rejection. 

At the outset, ApplicariLs have amended the claims to refer to 
targeting specific nuclcobasc regions within the coding region of 
MEKK4 with antisense. Support for these amendments to the claims 
can be found throughout the specification as filed but in 
particular at pages 79-32. 
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Takekciwa et al. (1997) and GenBank Acceission No. AF002715 
disclose the sequence of MEKK4 and its role in the JNK pathway. 
Nowhere does this paper teach or suggest antisense targeted to 
specific nucleobase regions of (SEQ ID NO: 3) as claimed. 

The secondary references cited by the Examiner fail to 
overcome the deficiencies in teaching of this primary reference, 

US Patent 981, 265 discloses methods for regulating MEKK 
protein activity by transfecting or transforming a cell with a 
nucleic acid molecule capable of hybridizing with a nucleic acid 
molecule consisting of the known MEKK proteins: MEKKl, MEKK2/ 
MEKK3, MEKK4, MEKK5 or MEKK6. Nowhere does this patent teach or 
suggest that antisense compounds targeted to specific nucleobase 
regions of these MEKK nucleic acid molecules. It is only with the 
teaching of the specification in hand that one of skill would 
understand that certain nucleobase regions of the MEKK4 gcno would 
5^ successful, targets for antisense compounds. 

US Patent 5,333,170 Bl discloses the general use of antisense 
as a tool in conjunction with MEKK proteins- No specific antisense 
compounds are taught or suggested in this patent, nor are any 
regions of MEKK4 to be specifically targeted with antisense. 
Again, it is only with the teaching of the specification in hand 
that one of skill would understand that certain nucleobase regions 



Received from < 85681014S4 > at 2/19/03 1:27:21 PM [Eastern Standard Time] 



oi/19/03 WED 14:31 FAX 8568101454 



LAW OFFICES 



@]0Q9 



ALLorxiGy Docket Mo.: RTS-0169 
Invenloris: Ward et al. 

Serial No, : 09/676,436 
Filing Date: September 29, 2000 

Paga 6 

of the Ht:KK4 gene would be successful, targets for antisense 
compounds , 

US Patent 6,312,934 Bl also discloses the general use of 
anlisensc as a Lool in conjunction with MEKK proteins. Like the 
other Johnson patents, however^ r^o specific antisense compounds are 
taught or suggested in this patent- Although the coding region is 
luoaLioncd generally as a target for antisense, no specific 
compounds are taught or suggested. Again, it is only with the 
teaching of the specification in hand that one of skill would 
understand that certain nucleobase regions of the MEKK4 gene would 
be successful targets for antisense compounds. 

Milner et al . (1997) teaches a general method for screening 
antisense molecules. However, nowhere does this paper teach or 
suggest antisense compounds of any size or type targeted to 
specific regions of MEKK4 aucleic acid molecules as claimed and 
their use to inhibit gene expression. 

Baracchini et al. teaches modifications of cinLisense 
oT 1 gonucleoti des in general* However, nowhere does this reference 
teach or suggest antisense compounds of any type targeted to 
specific regions of MEKK4 nucleic acid molecules as claimed. 

To establish a prima facie case of 'obviousness, three basic 
criteria must be met. MPF^P 2143. First, there must be some 
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suggestion or xfiotivatiori/ either in the references themselves or in 
the knowledge generally available to one -of ordinary skill in the 
art, to modify thfi reforence or to combine reference teachings. 
Second, there must be a reasonable ^sxpecbation of success . 
Finally, the prior art must teach or suggest all claim liitiiLations. 
Clearly, the combination of prior art cited fails to teach or 
suggcsL the limitations of the amend:ed claims, which claim 
antisense compounds targeted to specific nucleobase regions of 
MEKK4 (SEQ ID NO: 3), and methods of inhibiting expression of 
ME;kK4, and thus cannot render the ihstant claimed invention 
obvious. Further, there is no suggestion: in the references cited 
to combine the teachings of these references as required under mpep 
2143.01. Accordingly, withdrawal of this ;i:ejection is respectfully 
requested, 



IV- Conclusion 

Applicants believe that the foregoing comprises a full and 
complete response to the Office Action of record. Accordingly, 
favorable reconsideration and subsequent ;:allowance of the pending 
claims ±s earnestly solicited. 
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Attached hereto is a marked-up version of the changes made to 
the claims by the current amendment. ;;: The attached page is 
captioned "^ V^RSION WITH MARKINGS TO SHOW :bHA3SIQES MADE." 

Respe6;tf ally submitted. 



Date: gebruarv 19, 2003 

LICATA & TYRRELL P.C. 
66 E. Main Street 
Marlton, New Jersey 08053 

(056) 810-1515 



Jane M.assey Licata 
Registration No. 32,257 
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VERSION WITH MARKINGS TO SHOW; CHANGES MADE 

In -the Claims : 

Claim 1 has been ameridGcl as follows i;; 

1. (thrice amended) A compound 8 to-: 50 nucleobases in length 
targeted to ^ — u r t t r a n 5 1 a t e d r e i or r , — a start c -crdt^n — r e ryi-on; — a— coding 

— nucleic — acid molecule 



regicn, — csrtf — — 3 ^ - untranslated — i:^cgion — cr^ 
cng:odincj MEKK4 u£ £jCQ ID NO: — 3r&r nucleobgk:ses 3314 Lhrouah 3333 of 



a coding region of a nucleic acid moleculd 



encoding MEKK4 of SEQ ID 



NO : 3, or an g^xon region of a nucleic acid noleculg encodinq MCKK4 
tr f. CjEQ id NO: — H — 7 — wherein said compound! specifically hybridizes 
wiLh one of said regions and inhibits the; expression of MEKK4 - 
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